Introduction: An animal model of late-onset Alzheimer's disease is needed to research what causes degeneration in the absence of dominant genetic insults and why the association cortex is particularly vulnerable to degeneration. Methods: We studied the progression of tau and amyloid cortical pathology in the aging rhesus macaque using immunoelectron microscopy and biochemical assays. 
Introduction
Tauopathy is the hallmark of Alzheimer's disease (AD), caused by abnormal phosphorylation/aggregation of the microtubule-associated tau protein; hyperphosphorylated tau fibrillates as paired helical filaments (PHFs) in neurofibrillary tangles (NFTs) [1] [2] [3] . NFTs accumulate within degenerating neurons and correlate with cognitive deficits [4, 5] . In lateonset AD, fibrillated tau immunoreactivity first arises in the "cell islands" of the layer II entorhinal cortex (ERC; Braak stage I/II), with the earliest signs of labeled neurites evident in young-middle age (Braak stage Ia/b). Pathology continues to worsen in the ERC and begins in the pyramidal neurons of the association cortex, for example, the dorsolateral prefrontal cortex (dlPFC; Braak stage III/IV), progressing to involve the primary visual cortex (V1) at end-stage disease (Braak stage V/VI) [1, 5, 6] . Braak stage III/IV associates primarily with memory impairments, befitting the extensive degeneration in the ERC, whereas explicit dementia is associated with 9  10  11  12  13  14  15  16  17  18  19  20  21  22  23  24  25  26  27  28  29  30  31  32  33  34  35  36  37  38  39  40  41  42  43  44  45  46  47  48  49  50  51  52  53  54 
